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(57) Abstract 

An arylamide derivative represented by general formula (1) or a salt thereof, and a drug for cardiovascular organs, wherein 
Ar represents (a), naphthyl, pyridinyl, furyl, thienyl, quinolyl or indolyl ; X represents -CO- or -SO2- ; Y represents (b), (c), (d) or 
(e); Q represents -O- or a single bond; Z represents alkylene; and R4 represents OH or -NH(CH2)niCOOH. The derivative 
or the salt has potent activities of platelet agglutination inhibition, vasodilation and hyperlipidemia resistance, thus being 
useful for treating and preventing various thromboses, embolisms, arterioscleroses, hypertensions, and so forth. 
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2- {1 




(1 




— 4— t Kn^'^t'^y i^^'— 4 — 






a 




1 




3 - {1 




(1 


i^>'A ji/si-v—ji/) 


— 4— t Kn4^5/twy i;^^— 4 — 




a. 


a; 




1 




4- {1 




(1 




— 4— b Ka4^5^t°^ U i^^y—A — 




a. 


or 








2- {1 


^^^^^ 


(2 


— ^- 7 r^' Jl"'^ — -'l') 


— 4 — t F n4 y 4 — 




a. 


or 




1 




3- {1 


^^^^ 


(2 




— 4 — t Krr^ f-^ U i^i^— 4 — 




a. 


or 








4- {1 




(2 




— 4 — t Kti+'>t:^y 4 — 




a. 


a 








2- {1 




(2 




— 4— t Kn4'>e^iJ 4 — 




a. 


or 








3- {1 




(2 




— 4— t KP^^^t°-^i; i^y— 4 — 




a. 


q: 








4- {1 




C2 




— 4— t Ka4'>t°^ll i^iX— 4 — 




a. 


a 








2- {4 




CI 




















2- (4 




CI- 






r— Ji/^^ 


3- {4 




CI 






i9 -7x^JU:/n t" 














3- {4 


j 


[1- 






r-7x^Jb^ 


4- {4 




[1- 




\:t^yi/—JU) 


i9-7x— Jl/^n f 














4- (4 




[1- 






r -7 X ^jumw 


2- {4 




[1- 






y X -Ji/f^ 


2- (4 




[1- 






jS -y X ^JH/n t" 



-16- 
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2- {4- 

3- {4- 
3- {4- 

3- {4- 

4- {4- 
4- {4- 

4- {4- 
2- {4- 

2- {4- 

3- {4- 

3- (4- 

4- {4- 

4- {4- 
2- {4- 
2- {4- 

ty] 

2- {4- 

3- {4- 
3- {4- 

t y] 

3- {4- 

4- {4- 
4- {4- 



1 -± 7 ji/) ii^yi/z:.ji] r-7x— 



2-±7^ l^^J^JU5i--^Jl/) e^yi^^M jS-^x^JUT'n t" 



2—±y^UyiJJUJi-'^Jl') e^yiz—JU) Tx—^/bB^ 

2 —i-y^ >!/) b°^ 7 i^^M jS — 7 X ^JUyn b° 



2— ±7^ Jb) e^yi/^ju) r— 7x— JUE 

2 — ±7:^ Jb) b°^7i^— J^} 7x— 

2—±y^l^yAJ^^^Ji^) if^yi^^M /9— 7x^Jl/ya b° 



2-:^7^ e^yp^ju) &-y j,—ju:fue 



-1 7- 
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2 — {1— (i—±y^\^y:^Ji^^-=^M tf^ 



2— (1— {i—±-7^uy7.ju^^jv) 



JU 



3 — {1— (1 — lxyXJl/4^^Jl/) 



3 — (1— ii—i-y^uy:^ju^^ji') 
4_ (1_ (i_-f-7^i^:/:xju;jx^;i/) t°-« 



4— {1— (1— Ji/) t'^ 
4— (1— {i—±y^ uyT^ju^^Ji) t"'^ 
2_ {1— {i—^y^fuyiiJiy^^JU) 



2— {1— ii—±y^uytijv^^ji^) 

juy o \£t yM. 
2 — {1— ii—±y^uyt!Jiy^^M 

3— {1— (1— Jl/) tf^ 



3- {1- 



o;y_4 — fjb} y^^jv 



-1 8- 
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3- {1- (i-±y^i^y^j\y^^Ji^) tf^° 

4- {1- il-±y^uy^jut:^ju) 

m 

4- {1- il-^y^^uy^Ju^-^M f-^ 

« 

4— {1— ii-±y^u>^Ji^^^^Jid ^'^ 

2- {1- (2-:J-7:$'^'yXJ^!j-^^J^) ii^ 

m 

3- {1— {2-±y^uyy^J\^t-^Ji') 

3- {1- (2 uy^J^^-^M 

3- {1— {2-±y:^ \yy:^Ji^^-^M t"-^ 

mm 

4 — {1— (2 — WiXX^b^fv^Jl/) 

m 

4- {1— (2 — ±7:^ l^yj^JV^^Jb) 

ju:fu bit yM 

4- {1- (2-±7^U'>'XJb;^— /b) h'^ 

mm 

2- il - {2-i-y^i^yti)^^^—)^) 



PCT/JP92/01614 

i/'y-4 — fJi/} r-7i- 
i^y— 4— >f r— 7i — 
i^i^— 4— ^Jb} r— 7x — 
■x-'^— 4 — -'U} 7x— Jbgl 

v>>-4 — fo>b} j9-7x- 

i;^y-4->fju} ^x— juS^ 
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2- {1- i2-±y^l^y:^J^^-J^) 

3— {1- {2-i-7^l^y:AJ^^^-J^) 

m 

3— {1— (2— ^^r^l^y^Ji^J^*— Jl/) 

4— {1— {2—±y^i^>^J^^'—M 

4— {1- i2-±y^uy:^Ji'^^—M 

4- {1- (2-±7:5^V':x:«7JUjK^JI/) 

2 — {1— il—±y^u>7.ju^^jv) 

2- {1- il-±y^uy7.jut^—jv) 
^-•7=L^)i'Zf-o\£irym 

2— {1— {l—±y^\^y7.)V:i^^^)V) 

3- {1— {l-iryi^\yy7.)VT^^^}V) 

3— (1— {i-±y^\^y7.)\^^-^M 
^-y^^juzfuetym 

3- {1- il-i-y^uy7.jut^s^ji^) 

4— {1— a —i-y^ uy^^jiy^ii^M 



PCr/JP92/01614 

f-^y s^j/— 4— Ji') iS— 
rj i; y— 4 — >f jb} r —7 

t°^»ji;^:x-4 — fJi'} 7x— Ji'g^ 
t°-;iji^y— 4 — fJP) r— 

t°-^ tj i; y — 4 — >f ju) 0—y 
t°^ij i/y_4— >f jl/} r— 7x— 
t°^rj o;^_3_xy— 4— >f jt/) 

tj y — 3 _x y — 4 — -'i'} 
tj ijy— 3 — X y- 4 — ^ Ji') 

U y — 3 —X y — 4 — 'f JV} 
rj i/ y — 3 — X y — 4 — ^ M 
ij y — 3 — x y — 4 — 'f Ji"} 
ij i;?y- 3 -xy- 4 — f JU) 
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4— {1— (1 — ±7:5' Ji/) b°-^!J 3— xi^— 4— >f Ji^} 

4 — {1— (1 — ^^r^' U'i^J^JU;^—^!/) t°^y 3-x>'— 4— f JU} 

2- {1- (1 -±7:5^1^ t"^U i^y-3-xy-4-'f Ji^} 

2- {1- (1 -±7^ w>'*Ji'5f''=^Jb) b°^°rj i;>_3_xi/-4->f jb} 

2- {1- (l-±7:$'U'yAJi/4-:-Ji/) t°-;rj i;i/_3-x;y-4->f JU} 
r-7x-Ji/S^ 

3- {1- ( 1 -± 7 ^ w y Jb) t°-^ (J i/^-- 3 -xy-4 — fJU) 

7 x^JH^ 

3 - {1- (1-^7:5' b°-; y i^'y- 3 -x:x-4 J^} 
j9-7x^JU7'a \£i:yWL 

3- {1- {\-ir-y^\^yti)\^if^^M t°^y i^'y-3-xy-4-^Jb) 
r-7x^->u|§M 

4- {1- (1 -:h7:J'i^:x;&jU;f:— Jb) ij i^^:^- 3 -xi^- 4 ->f Ji^} 

7 X - Jl^il^ 

4- {1— (l-±7^i^>'*Jb5j-^— Ji/) t'^ij i;>'_3_x>'-4— f JU} 

/9-7x-JU7'n t°:t ;x^ 

4- {1- {l-±7:$'^;x*;b.-}-:^;i/) t°^»J i^';y-3-xi/-4->f->u} 

r-7x-Ji'^^ 

2- {1- (2-±7^i^y:^Ji/4-v^;i/) -4-t Ka + '>'t°^Ui^y-4- 

2 — (1— (2-±7:^U'yxju:j-x^ji/) — 4— t Kn4^i^b°^y i^;x-4- 

>fJI/} /9-7x^Jbynb°;i->'M 

2- (1- (2-±7:^i^y:^JU:f-^JU) -4-t: Ka^i/b'^^^D i;^y-4- 
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3 — {1— (2— :^7^l^^J^Ji/5i^^J^) 

3— (1— (2— wyxJb^^JV) 
3_ {!_ {2—±7^l^y^J^^—M 

4— {1— (2— Ji') 
4— {1— {2—±y^i^y:^J^^-^J^) 
2_ {1- (2— Ji') 
2_ {1- (2-±7^v:^*-»i'j}?— Ji') 
2_ {1- (2-±7:$'l^:^*Ji/5i-*— Ji') 
3_ {!_ (2-±7:$'i^>';&Ji'5i^*-J^) 
3^ {1— {2,-±-7^uyti)\^^^^M 

4_ (!_ (2-:^7:5^l^>:*Ji'Ji-*— -'^) 

AM 

4_ {!_ (2-:J-7^i^:xi?;i/4?^M 
4_ (1- {2-±y^\^'ytii^^-—M 
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— 4 — t Kn^i^t°^U 4 — 

— 4— t Ko + »>t:^ll i^i^— 4 — 

— 4 — t Fa4^'>t°'<y i^:^— 4 — 

— 4 — b Kn ^ rj i/y—A — 

— 4 — t K o ^ i/ 'J :^ y — 4 — 
-4— t Kn^^-yt-^ H i^^y— 4 — 

-4— b Kn-:=i^'>b"'^y 4 — 

-4— b KP4^'>b°^«I 5^:^—4 — 
-4— b Kn^i/b°'^tJ 4 — 
-4— bKn^i/b°-^U i^y— 4 — 
-4— b KP^i^b°-;y i»— 4 — 
-4— b Kn^^i^b"-^ U ^y^y— 4 — 
-4— b Kn^'>b°^U i^:/— 4 — 
-4— b Kn^i-'b'^ (J 5^:^—4 — 
-4— b Ko+->b''-^«J 4 — 



-2 2- 
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3 - {4 - ( 3 - tf I) ^'j;^ jut-^ju) b"^ y i^^ju) y x — Ji^S^ 

3— {1- (3-t°lJ JU) t°-?ij i^^-4-'f Jb} y^^J^i^Wf 

3- (1 u^^y >f Ji/b°--!ij '^;j^-4-^ Ji') yj^y^i^mk 

3- {1- (3-b*'y i^'^/x^i/jj-.— b°^U i^':/-4-^ JU} jui^ 
3 - { 1 - ( 3 - b° ij y7.jvt^^ju) b°-^ y 3 -X i/- 4 ->f Ji^} y 

3- (l-^n5'y>f Jbb°-;Ui/'y-3-xy-4-'f ju) 7x-ji/B^^ 
3_ {i_ (3-b'y i^:^:;^ju*^jp) -4 -t Kn^i/b'^ y i;^y-4 

3— (1 — >f JU— 4— t Kn + i/b°^U i^>'-4— 'f>t') Tx^ + i^ 

mm 

3 - { 1 - ( 3 - b° I) i^^i/J^ Jlv:J-x^jl/) - 4 - 1 K n 4^ i/ b°^ tj i^y- 4 ->f 
3- (l-^:3^y-f ;i/-4-t KP^v/b°-?y ^>'y-4— f Ji') 7x-Ji/|^ 

3- {4- i2-yyy:^Jiy^-^Ji^) e^yi/^M y^J^^i^mk 
3- {4- {2-yyy^Ji^^'^Ji^) ii^y'J^Ji) yj^J^i/mk 
3- {4— i2-yyyy^Jl^t-^Jld li^yi^^JU) ^x^Jl/l^ 

3 - { 4 - {2-yyyti b°^ 7 i^-Jb} y x — 

3- {1- {2-yyy7.)\^t^:=.M \£^\)\/y-/i-4M y^-J^i/W^ 

3- (1- {2-yyytiiV!f^^)\d \£^^]'yy-A-4M 7x/+i^|^ 

3— {1— {2-yyy7.}\^^-^)^) \£^^]i^y—ii-^M 7x^juf^ 

3- {1- {2 -y y y :h 'Jy- ^-^ }\^) 7x.=-Jb|^ 

3— {1— (2 — 75i^XJl/*^Jl/) b°^lJ 3-x>— 4— Jb} 7x 



-2 3- 
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3- {1- (2-75^:^Ji"i^-J^) -A-i^V'o^i/i^^^j i/y-A-^M 

3_ (1_ (2-7 7:^::^Ji"i^~Ji') -4-t Ko^^^f^ rj i^;x-4->f Ji/} 

3- {1- i2-7yy^J^^^^-f^) t°-iU5^>'-3-xi^-4-^Ji') T^x 
3_ {!_ (3-fcru -4-t Fn:^^i/f-?U5;fy-4->f 

3_ {!_ (4-fc:Mj -A-\^Vri^i^\£^\)i7y-A-^ 

JU) a, a-^y:^^)\^y :!^J^'yWk 
3_ (i_>f yc:^3^y — ju— 4— t Kni^i5/h°^l) i^:/— 4— Jt') a. a 

3_ {4_ (2-^:t7x:^:^J^5j^^Ji') t'^'^i^-Ji'} 7xy+i^g^ 
3- (4-x-/^Ji't°^7v^-Ji') Tjiy^^^/g^ 
3_ {4_ (2— ^:i-7ii'XJb*-JL') t°-?7i^-Ji'} JUS^ 
3_ (4_^y >fji,t'-;^'y-Ji/) Jbg^ 



-2 4- 
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m 

3- {1- (2-^>i'7xy::^Ji/5i^-Ji/) h'-? U i;^>'-3 -xy-4 ->f Ji/} 
ycLj^i^mk 

3- (i-T^y^fjbt'-jy i^>-3-i:x-4->f-H'} 7iy4^'>|^ 

3- {1- i2-^ty jv} 

y X - juf^ 

3- (1-T^>f Ji't°'^!Ji^':^-3-xy-4->f Jb) 7x-Ji/g^ 

3- {1- i2-^ty jLy:^Ji^t-^Ji^) -4-t Kn^^i^-e^rj i;>'_4 

3- (1-Ty>f JU-4-t KD + i^t°--?rji;y_4_>f jb) 7xy + '>g^ 

3- {1- (2-^:*'7x:xx;i/4-^— JU) -4-t Ka^i/h°-;t; i;^>'-4- 

3— (1 -x^^ Ji'-4-t Kn + '>f^°r| i/>'_4_>f ;u) c^—^^pf^ 
;i/7x/^i^fi^ 

3-.{l- (2-^:t7x:xxju*^Ji/) -4 -t Ka^i/ »J i;^y-4 - 

3- (1 -T-^*^ J^-4-fc: Ka+i/t°^rj i;:/_4-^ ju) 7x~Ji/|^ 



3- 


{4- 


(4- 












3- 


(4- 


(4- 






=.JU) 




y^^^i^wm 


3- 


{4- 


(4- 










y ^ ^J^W^ 


3- 


(4- 


(4- 




(J y 






y X ^jmm 


3- 


{1- 


(4- 








t) i/y-4 


— fju} Txy^i^g^ 
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3- {1- (4-*>' ij -4-t Kn^i^b-^y i^:x-4->f 

3- {1- (4-^y U i^;&Ji/**^Ji/) -4-t Kp+'>t°-?l) >>':/-4-'f 

3- {1- (4-%y U :x;&Jl/:^*^Ji/) -4-t Fn4^'>t°-? U i^y-4->f 
3- {1- (4-^y i; yxji/^^^Ji/) -4-t Ka4^i/t''-^ D i^:^-4-'f 

JI/} 7:c^JI/g^ 

3- CI- (4-4-/ i; :^*ji/!i?-Ji/) -4-t Ka^^-yf-; D i;^y-4-'f 

« 

JI/} 7i-JI/g^ 

3_ (4_ (2 — >f y F— Ji-'^Ji'Ji^— J^) t''^^*:^— Ji^} is.J^-'y^M. 

3 _ ( 1 _ ( 2 — >f K - Ji';& ji/;^:^ Ji/) (= I) 4 Ji/} y^^/^ i/ 

3_ (1_ (2-^ yK-ji/;&ji/4-:-Ji/) -4-t Kn:^'>t°-?tj 5;y-4- 

>fJI/} 7xy*'>g|^ 

3 _ { 1 _ ( 2 — >f y F-Ji'* Ji/si^*— JU) U y- 3 -X y — 4 M 

3 _ ( 1 _ ( 2 ->f y F-Ji/:if7 ji/'-J?-Ji/) - 4 - 1 Ft" 4- U i;^ y- 4 - 

>f ji/} a. a— i^y^Ji/^x/ 4-'>g^ 
;$:^M®T I) -Ji/T 5 F^ft { 1 ) 1 ~ 5 {C^^T 



-2 6- 
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MeO 



N NH 



(2) 



Ar-X-A (3) 



» ^ N-X-Ar 

MeO 

(4) 



> Ar- X- N N 



(5) 



A-Z-CQOH (6) 
> 

OH 



n- 7- 



N2N(CH2)mC0DR'' (7) 

Ar-X-N N— > 

0-Z-COOH ««« 



(1 a) 



Ar-X-N N-<S> 

N ?^ n— 7— 



0-Z-C0NH(CH2)-C00R'' 

(8) 



> Ar-X-N N 



0-Z-C0NH(CH2)mC00H 
(lb) 

\tT^)-JUjUJ\.^'^jws^>( K (3) ^SfS^ii-. >fb^ (4) i/.£U dtl^ 
ffi&^5^JU^bU (5) 2feO'»-^S^>fb^ (5) {C>ffc^ (6) ^ 

SfS^-a-nfi'N :$:^li©T y - jut 5 K^«^* (la) ;&^t>nSo 
(l a) {CT-;y^^^$ (7) *®lS-li-LJ6r>fb^ (8) tU CtL^iQJk 

BIT. ^m<m^mmir^o 



wo 93/12086 



PCT/JP92/0I614 



-fb^ (5) t\\imi (6) (h£DSJS{ix 7lc^>(b:h MJ A, imVC^ ^)tJ^ 

10 0 VreW^iDtiho 

(la) <t>fb^ (7) t(DWB\-t^ Mt^^l^y^ :J'ap*/l/A^ T 



-2 8- 
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MeO 



MgA 




MeO MeO 

(12) (13) 



Ar-X-A (3) /— \ yCTV JK^^Mb 
> Ar-X-N >-(Gj > 



(1 4) 



^ — V A~Z-COOH (6) / — V r=\ 



/. .X . . 0-Z-COOH 

(15) (Ic) 



H2N(CH2)mC00R 



7 




Ar-X-N , 

«g^J ^— / V-^0-Z-CDNH(CHa)«-CQOR'' 

(1 6) 

> Ar-X-N 




0-Z-C0NH(CH2)»-C00H 
(Id) 

{^^^ Ar. X. A. Zs R' 'mm}iim^m\ym?^7K^) 

(1 0) ^ss^-a-. >fb^ (1 1) i^j:u cin^ffiycub^ (i 2) 

cti^M7ctT4-Ty-ji/t°^iii^;x^i$ (1 3) ^#So 25^1 -^-e. ^^'fb 

-2 9- 
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(3) ^SiS^it-fb-^ (14) tt^U cti^HJ^^ (15) * 

^^K. mmit^m (1 5) iCib^ (6) ^-KfS$-a-n{^. :$:il5S®T 

tj-juT? vmmi^ (1 c) ;&?#t.n5o i^i^-e (i c) izr^jm^ii^ 

( 7 ) ^SS^-tirr^fc^ (16) <ii CLn^Jn7jc:&^-m{^:$:^iS©T D - 
JUT 5 K^{$ (Id) im^ti^o 

(1 0) T b 7 t Vnzryy^ x— f Jl/#iD^*. S#®:J^l)-ir 

(11) ©JiycKSIi. -«:/if>'. hJux:y^(D^*. p-V 
ji/x ji/^-fv ^ ^ y Ji/* ;x^©M(2)#^ET. Ji^giS^-T 5 ci <i: {c: J: t) 

(13) 3&^t):$:^iH©T U -Ji^T 5 K^I4: (1 c) -^(DR-.^tt. 
^l(Z>fb^ (2) il-^it^ (la) (2)^sK<i:Ilil©:&^{::cJ:DtT;^'5C<h^ 

( 1 c ) t»*^iaOT II - Jl/T i K^i$ (Id) -^©HlSfi. 
^ 1 OMll^ (lb) ©^^<2:I^i^:&^C J: t) fT^£ o d tifi-^^ 5o 
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MgA 

(1 7) HO 

— > N 




-CH,^ 



OCH 



2 



<9) 



(1 8) 



N — Anu f 



Ar-X-A (3) 
> 



Ar-X-N 



OH (1 9) 




(2 0) 



0-X-Ar 



/ — V / OH 
Ar-X-N X 

\__/N > 

(2 1) 



A- Z- CDOH 
(6) 



OH 



A- Z- COOR° (24) 

OH 



Ar- X- N 



(2 2) 



Ar- X- N 



(1 e) 





O-Z-COOR" 



m. 



iU?kii^m Ar-X-N 



O-Z-COOH 




(2 3) 

A- Z- COOH 
(6) 



OH 



Ar- X- N 




0- Z- COOH 



(1 f) 
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l_^i/i;ji,_4-h'-;ij K>' (9) Izm-Ji^'^^^-i^P-^'^^y^y 
(17) ^^B^-^it^ (18) tUU ^tlP^rMitUh'^ CI 9) 
{injc:TlI-J^XJl/;j-x^ji//N7-f VX\tT ^} -JU:tj JVt^^JW^y K (3) 

(2 0) (h^SU se.{C3D7fc5^MLr>{fc^ (2 1) ^#So 
m^-&m^hm (2 1) iC>fl;^ (6) ^SJSSii-ni^. *^iS©TO-Ji/ 

Ki^i$ (1 e) imh>n^o mmK. ^fc^ (2 1) (2 4) ^ 
HS^i^v ia^mr^^tizji\). ^mmoT ^) -ji^T ^ (i e) ^ 

#t»n-5o ^^Kit^ (2 1) ^SycUH^ (2 3) tts.u ^tiKiim 
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